We have previously shown that, although bacterial endotoxins can sensitize mice to histamine, this effect is more feeble than, and qualitatively different from, that of the characteristic histamine-sensitizing factor (HSF) of pertussis vaccine (R. E. Pieroni, E. J. Broderick, and L. Levine, J. Bacteriol. 91:2169Bacteriol. 91: , 1966. HSF is a heat-sensitive, proteinaceous substance closely associated with, or identical to, the immunogen of pertussis vaccine (J. Munoz and B. M. Hestekin, Proc.
in our earlier work on endotoxin-induced histamine sensitivity, we considered it of interest to determine the response of the CF1 mouse strain to histamine after injection of bacterial endotoxin.
We also wished to determine whether host responsiveness to the intrinsic lethality of endotoxin played a major role in endotoxin-induced histamine sensitivity.
Groups of 18 CFI and CFW mice (Carworth Farms, Inc., New City, N.Y.) were injected intraperitoneally (ip) with five graded doses of Salinionella typhosa 0901 endotoxin. The low dose consisted of 50,ug, increased by successive doubling to a high dose of 800 ,ug. Because of a handling error, the CFW group that received the highest endotoxin injection comprised 10 mice instead of the 18 assigned to the other 9 groups. Groups of 10 CFW and CFI mice were inoculated ip with 13 X 109 Bordetella pertussis organisms, and similar groups of 10 were set aside as uninoculated controls. The results shown in Table 1 indicate that mice of both strains showed a similar susceptibility to the lethal effect of typhoid endotoxin. Most of these deaths occurred within the first 48 hr after injection of endotoxin. There were no toxic deaths among the vaccine-injected mice. In 4 days, all of the surviving mice were challenged ip with 1 mg of histamine dihydrochloride (Nutritional Biochemicals Corp., Cleveland, Ohio). In contrast to the similar susceptibility of these strains to endotoxin lethality, the response of the survivors to histamine was quite different. None of the 58 CF1 mice available for challenge died, whereas 13 of the 62 CFW mice died in histamine shock. In confirmation of previous findings, pertussis sensitization showed a parallel strain contrast. All 10 CF1 mice survived the histamine in- convincing evidence that the hypersensitivity to histamine in pertussis-sensitized, f,-adrenergically blockaded, or adrenalectomized mice is caused by an impairment in catecholamine function. We are currently investigating the possibility that this may also be the case with endotoxin-induced hypersensitivity to histamine. The lethal potential of the endotoxin apparently does not play a major role in its sensitizing effect, since the CF1 mouse strain, which was at least as susceptible as the CFW strain to the lethal effect of typhoid endotoxin, was nevertheless refractory to its histamine sensitizing effect.
